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23 . 



Cancelled. 



24. 



Cancelled. 



25. Cancelled. 

26. (Amended) Use of a pharmaceutical composition 
comprising &PLA2 inhibitor compounds according to Claim l 
and mixtures thereof for [the manufacture of a medicament: 
for the therapeutic ] treatment of Inflammatory Diseases 
comprising administering a therapeutic amount of said 
compound to a patient in need thereof . 



In the application, Claims 1^26 inclusive are pending. 
Applicants, pursuant to Examiner's restriction requirement, 
elected without traverse, the claims encompassed by Group X as 
restricted toy the Examiner. Examiner subsequently offered a 
rejection dated August 25, 2Q02, which is the basis for this 
response . 

Applicants herewith, amend Claims 1-13 to remove non- 
elected species. Applicants have also amended or cancelled 
Claims 14, 16, 17, 19, 20 and 23-26. In the originally filed 
PCT application, two claim 20's were listed. We are canceling 
both of theBe claims. Applicants reserve the right to 
reintroduce some of these claims as appropriate, particularly 
in a division application. 

Consequently, Applicants have enclosed a clean version 
and a marked-up version of the original claims. 

Applicants believe that no new matter has been added by 



Remarks 



7 - 
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the amendments herein, and that the claims should now be in 
condition for allowance. 



Respectfully submitted, 



3 



Francis O- Ginah 
Attorney for Applicants 
Registration No. 44,712 
Phone : 317-276-9477 




Eli Lilly and Company 
Patent Division 
P.O, Box €2 8 8 

Indianapolis, Indiana 4620£-628Q 
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Marked Up Version Of Claisne (9/20/02) 



5 WE CLAIM i 



!■ An indole compound represented by the formula (I), 
or a phartnaceutically acceptable salt, solvate, or prodrug 
derivative thereof; 




0) 



wherein ; 

R l is selected from groups (a), (b) , and (c) wherein; 

(a) is C7-C20 alkyl, haloalkyl , C7-C20 
alkenyl, C7-C20 alkynyl [Jor carbocyclic radical, or 
[heterocyclic radical, or} 

(b) is a member of (a) substituted with one or 

more independently selected * non-interfering substituenta; 
or 
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(c) 



is the group where, - ( ) - is a 



divalent linking group of 1 to 8 atoms and where n ai is a 
group selected from (a) 
or (b) ; 

&2 is hydrogen, or a group containing 1 to 4 non- 
hydrogen atoms plus any required hydrogen atoms ; 

is -(L.3)- Z, where -<L3)- is a divalent linker 
group se i ected f r0 m a bond or a divalent group selected 
from: 



H, 



•S- 



H 



f 



QL 



or 



O 

and Z ie selected from a group represented by the 
formulae , 



NOR 
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or 




wherein, x is oxygen [or sulfur; 3 and R a is selected front 
hydrogen, Ci^Cs alkyl , aryl, Cjl-Cs alkaryl, C^-Ce alkoxy, 
aralkyl and -CN; 

R4 is the group, - (l» c ) - (acylamino acid group) ; 
wherein -(L e )-» is an acylamino acid linker having an 
acylamino acid linker length of 1 to 8 ; 

is selected from hydrogen [ , 3 or a non-interfering 

V 

substitUent[ ; or the group, - (La) - (acidic group); wherein 

-(La)-/ is an acid linker having an acid linker length Of 
1 to 8] - 

#6 amd R7 are selected front hydrogen [,] or a non- 
interf earing substi tuent [ , carbocyclic radical, carbocyclic 
radical substituted with non- interfering subst i tuent (s ) , 
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heterocyclic radicals, and heterocyclic radical substituted 
with non-interfering subst ituent (s ) } . 



2 - The compound of claim l wherein R 2 is hydrogen, 
Ci-C 4 alKyl, C 2 ~C 4 alkenyl, -o-(C 1 -C 3 alkyl) , -S* (C x -C 3 
alkyl), C 3 -c 4 eyeloalkyl, -CF 3 , halo, -NQ 2 , ^CN, or -SO3 . 

t3 - The compound of claim 1 wherein the acylamino 
acid linker group, -(l c )-, for R 4 is selected from a group 
represented by the formula; 




where Q 2 i s selected from the group - ( CH2 ) - , -O-, -NH-, 
-C(O)-, 3rid _ s _ # and each R40 iB independently selected 
from hydrogen, Ci-C 8 alkyl, aryl , Ci-C 8 alkaryl , Ci-C e 
alkoxy, aralkyl, and halo-] 
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4* The compound of Claim 1 wherein the aeylamino 
acid linker group, - (i <0 ) ~ , for R 4 [selected froTn *-<l c )~1 
is a divalent group selected from, 



O CH. 



CH 



N CH; 



R 40 




c— 








R 4i 


i 

R 43 
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twhere R4Q, R 41 , R42' and are each independently 

selected from hydrogen, Cj^-Cg alkyl.J 



tS > The compound of Claim 1 wherein the acid linker, 

1 

■ tL a )-, for is selected from a group represented by the 
formulae consisting of ; 
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^56 



R 



54 



R 



ss 



R56 H ™ 



R 



er R 



55 



and 



wherein ^54, ^£5, R56 and R 57 are each independently 
hydrogen, C^-Cb alkyl, C^-Ce haloalkyl, aryl , C1-C3 
alkoxy, or halo. ] 



E6 . 



Tag compound of claim 1 wherein is the 



group, - (L a ) - (acidic group) and wherein the (acidic group) 
is selected from the group: 



-5-tetrazolyI , 



-SO3H, 
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O 



-217- 



NH- 



R 



81 



o 

t 



o 



OH 



OR 



so 



O- 



o 

t 



OH 



OR 



so 
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O 

t 



OH 



OH 



O 

t 

O P OH 



OH 




-OH 



OH 



or 




where R 8Q ±e a metal or c ^ Cq alfcyl and ^ ^ &n or g anic 
subBtitue^t or -CF^.] 
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The compound of claim i wherein for R 3 , 2 is the 
I group represented by the formula; 




NR 



and the linking group -(L, 3 )- is a bond; and R a is 
hydrogen, methyl, ethyl, propyl, isopropyl, phenyl 



or 



benzyl . 



6. The compound of claim l wherein for R 3 , 2 is the 
group rep resent$d by the f Crrmlla; 




NR 



and the linking group -<L 3 )- is a bond; and R a is 
hydrogen . 



9 - The compound of claim 1 wherein for R 3 , Z is the 
group represented by the forTTlula; 
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NH 



and the linking group -(1,3)- is a bond. 



10 . The compound of claim 1 wherein for R3 , z is the 
group represented by the formula; 




O 



and the linking group ~CL 3 )- is a bond. 



11 - The compound of Claim 2 wherein, for Rg the non- 
interfering substituent is hydrogen, Ci-C 0 alkyl , C2~Ce 
alkenyl, e 2 -C 8 alkynyl, C7-C 12 aralkyl, C 7 -C 12 alkaryl , 
C3-C8 cycloalkyl, C3-Cg cycloalkenyl , phenyl, fcolulyl, 
xylenyl, hiphenyl, C^C© alkoxy, C 2 -C 9 alkenyloxy , C 2 -C B 
alkynyloxy, C2-C12 alkoxyalkyl , C 2 -Ci 2 alkoxyal kyloxy # 
C2-Ci 2 alkyicarbonyl, ^2-^12 alkylcarbonylamino , C 2 -Ci 2 
«lkcxyamino ( C 2 -Ci 2 alkoxyaminocarbonyl , C1-C12 
alkylamino, Cl -c 6 aUkylthio, C 2 -C 12 alkylthioca rbonyl , 
Ci-C 8 alkvlsuifi nyl/ Ci-Cs alkyleulfonyl, C 2 -C 8 
haloalkoxy^ C i-C 8 ha loa Iky leu If on y l , C 2 -C 8 haloalkyl , 
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C3.-CQ hydroxy alkyl, -C(0)0(Ci-Ce alky!), ~ (CH2 ) n -0- iC\ - Cq 
alkyl), benzyloxy, phenoxy, phenyl thio , - (CONHSO2R) t -CHO, 
amino, amidino, bromo, carbamyl , carboxyl, carbalkoxy, 
- (CH2) n-CO^H, chloro, cyano, cya noguan i di nyl , fluoro, 
guanidino, hydrazide, hydrazine hydrazido, hydroxy, 
hydroxyatnino, iodo f nitro, phosphono, -SQ3H, thioaeetal, 
thiocarbonyl, or carbonyl ; where n is from 1 to 8 , 

12 ■ The compound of Claim 1 wherein for Ri the 
divalent linking group -(1^)- is selected from a group 

represented by the formulae (la), (lb), <Ie) , (Id), <Ie), 
and (If ) : 



-c 

O- 
-S- 



H 



or 



(la) 

(lb) 
(lc) 
(W) 

(ie) 



or 



Eor] 
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(10 



[where q x ± s a bond or any of the divalent groups Xa, lb 
Ic, Id, and Ie and R l0 is independently ~H, 8 alkyl, 
haloalkyl or C X ^ Q alkoxy.] 



13, The compound of claim 1 wherein the linking 
group - (Li)- of R x is -(CH 2 )-r or ~ (CH 2 -CH 2 ) ~] . 



tl4 . The compound of claim 1 wherein the linking group 
-(Lii)- of R lx is a bond and R lx is - (CH 2 ) m*-R 12 wherein tn is 

an integer from i to 6, and R 12 is a group represented by 
the formula: 
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(CH 2 ) 



2'q 




V // 



(R 14 ) 



(CH a ) 



2'S 



(CH.) 



"7~ (r1 * )i 



or 




wherein a, c, e, n, q, and t are independently an integer 
from 0 to 2, R 13 and are independently selected from a 
halogen, Ci to C B alkyl, d to C s alkyloxy, C a to C* 
alkylthio, aryl, heteroaryl , and d to C 8 haloalkyl , a is 
an oxyg eri atom or a sulfur atom, L 5 is a bond,. -(CH 2 )v-, 
-C=C-, -CC-, -O-, or v is an integer from 0 to 2, p 

is -CHa^ or ~{CHa)2-/ y is an oxygen atom or a sulfur atom, 
b is an integer from 0 to 3 , d is an integer from 0 to 4 , 
fr p, and. w are independently an integer from o to 5 , x ii 
an integer from 0 to 7, and u is an integer from 0 to 4 , 
or ia a member of (a) substituted with at least one 

substituent selected from the group consisting of d to C € 
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alkyl, c a to C e alkyl oxy, Ci to C a haloalkyloxy , C t to C& 
haloalkyl, aryl, and a halogen..] 



15* The compound of claim 1 wherein for the group 
Rxi is a substituted or unsubst i tuted carbocyclic radical 
selected from the group consisting of cycloalkyl, 
cycloalkenyl , phenyl, spiro t 5 . 5] undecanyl , naphthyl, 
norbornanyl, bicycloheptadienyl , tolulyl, xylenyl, 
indenyl, stilbenyl, terphenylyl f diphenylethylenyl , 
phenyl -cyolohexenyl, acenaphthylenyl , and anthracenyl, 
biphenyl, bibenzylyl and related bibenzylyl homologueB 
represented by the formula <a> : 





( CH 2)n ~A\ /) (a) 




where n ±& a number from 1 to 8 . 



11^- The compound of Claim 12 wherein, for R x the 

combined* gr0 up - (l 1 )-R 11 is selected from the groups; 
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or 



2/1-2 




where r 23 is a ra di ca x independently selected from halo, 
c l" c 10 alkyl, Ci-C 10 alkoxy, -S-CCi-C 10 alkyl), and Ci-C 10 
haloalkyi, d-C^o hydroxyalkyl and t is a number from 0 to 
5 and u is a number f rotn 0 to 4 . } 



12-7. The compound of claim 1 wherein for R 2 thG 
radical r Xi i s a substituted or unsubst ituted heterocyclic 
radical delected from pyrrolyl , pyrrolod.lnyl , p iperidinyl , 
f uranyl , thiophenyl , pyrazolyl, itnidazolyl, 
phenyl imidazolyl , triazolyl, isoxazolyl , oxazolyl, 
thiazclyi, thiadiazolyl, indolyl , carbazolyl, norhermanyl, 
azaindolyi , benzof uranyl , dibenzof uranyl , 
dibenzotriiophenyl, indazolyl , imidazo (1 . 2-a) pyriLdinyl , 
benzotriazolyl, anthranilyl, 1 , 2 -benzisoxazolyl , 
benzoscazolyl, benzothiazolyl, purinyl f pyridinyDL, 
dipyridvlyl. phenylpyridinyl, benzylpyridinyl , 
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pyrimidinyl f phenyipyrimidinyl , pyrazinyl, 1,3,5- 
triazinyl, quinolinyl, phthalazinyl , quinazolinyl - 
morpholino, thiomorpholino, homopiperazinyl , 
tetrahydrof uzranyl ( t etrahydropyranyl r 
dioxolanyl, i , 3 -dioxanyl , 1 , 4 -dioxanyl , 
tetrahydrothiopheneyl, pentamethylenesulf adyl , 1,3- 
dithianyl, \ , 4-dithianyl , 1 r 4 - thioxanyl , a*«tidi»yl, 
hexamethyleneiminium, heptamethyleneiminium, piperazinyl 
or' quinoxalinyl . ] 



- The compound of claim 1 wherein R4 is the group, 
- (kc) - ( acy x am i no add group) and wherein the (acylamino 
acid group) is: 



Ma 



N 



\ 



Mb 



and R 



4a 



is selected from the group consisting of H, (c^- 



C 6 )alkyl, (Ca.-CgUlkoxy, heteroaryl and aryl ; and wherein 

*v« a n amino acid residue with the nitrogen atom being 

part Of the amino group of the amino acid, 



Received from < 317 277 1917 > at 8/6/03 2:05:06 PM [Eastern Daylight Time] 



08/06/2003 13:86 317-277-1917 



Serial No. 10/013,037 

-127- 

119. An indole compound represented by the 

formula (IX) , or a pharmaceutical ly acceptable salt/ 
solvate, or prodrug derivative thereof; 



O 




ELI LILLY AND GO 



wherein ; 

R 2 £> is selected from hydrogen, methyl, ethyl, propyl, 
isopropyl, cyclopropyl, -F, -CF3, -CI , -Br, or -O-CH3. 
R 4 * is hydrogen/ and 

is an amino acid residue with the nitrogen atom being 
part of the amino group of the amino acid, and - (L c ) - is a 
divalent group selected from; 
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O- CH 



s — ca 



40 



N CH 



^40 *?41 



I 



^42 R 43 



or 




where R^q, R41, R42' and R 43 ar e each independently 



selectea from hydrogen or C x -C& alkyl . 
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Rl6 is selected from hydrogen, Co.-C 8 alkyl, C^-Cg 
j alkoxy, Ci-Cq alkylthio Ci-Ce haloalkyl, Ci-C 8 
hydroxyalkyl, and halo. 

R13 is selected from hydrogen and Ci-Ce alkyl, Cj-Cs 
alkoxy, ^-(d-Ca alkyl), Ci-Cg haloalkyl, C^-Cg 
hydroxy^lkyl, phenyl, halophenyl, and halo, and t is an 
integer from 0 to 5 .] 



£20. An indole compound represented by the formulae 

(CD, (C2), (C3), (C4j ff <CS>, <C6>, (C7), CCQ) , <C9), (CIO) 
or (Cll) ; 

O H 




(CI) , 



H ,* J 




(C2> , 
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pharmaceutically acceptable salts or prodrugs thereof . 3 
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t20. A compound of claim 1 selected from the group 
j consisting of : 



N- 


r* a 

[2- 


[ [3- (Aminooxoacetyl) -2-ethyl 


bl- 


- (phenylmethyl ) 


-1H- 




-yl] 


' oxy] acetyl J glycine ; 










[2- 


t [3- (Aminooxoacetyl) -2- ethyl - 


i- 


- (phenylmethyl) 


-1H- 


"i wry "*1 * 




I oxy] acetyl] glycine methyl ee 


ster j 






12- 


[ [3- (Aminooxoacetyl) -2-ethyl - 




- (phenylmethyl) 


-1H- 


maol-4 


-yi] 


1 oxy] acetyl] glycine; 








AT- 


[2- 


t [3- (Aminooxoacetyl) -2-ethyl - 


-i- 


■ (phenylmethyl) 


-1H- 


^ ^3 «K "1 a 


-yi. 


1 oxy] acetyl] -L-alanine ; 










[2- 


[ [3- (Aminooxoacetyl) -2 -ethyl- 


•i- 


• (phenylmethyl ) 


-1H- 


^ n r^n "1 ,/t 
i 1 1 LA CJ j_ — <± 


~yi. 


1 oxy] acetyl] -L-alamne methyl 


. ester; 






[2- 


I [3- (Aminooxoacetyl) -2-ethyl- 


1- 


(phenylmethyl ) 


-1H- 


indol - 4 


-yi] 


I oxy] acetyl] -L-alanine; 










[2- 


[ [3- (Aminooxoacetyl) ~ 3 -ethyl - 


1- 


(phenylmethyl ) • 


-1H- 


indol -4 


-yl] 


I oxy] acetyl] -L- leucine; 










C2- 


[ [3- (Aminooxoacetyl) -2-ethyl - 


1- 


(phenylmethyl) - 


■1H- 


indol -4 


-yl] 


t oxy] acetyl] -L- leucine methyl 


ester ; 






£2- 


[ [3 - (Aminooxoacetyl ) -2 -ethyl - 


1- 


(phenylmethyl) - 


■1H- 


indol-4 - 


-yi] 


oxy] acetyl] -L-leucine; 












[ [3- (Aminooxoacetyl) - 2 -ethyl - 


1 - 


(phenylmethyl ) - 


•1H- 


indol -4 » 


-yi] 


oxy] acetyl] -D-aspartic acid; 
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N~ [2- [ [3- (Aminooxoacetyl) -2 -ethyl -1- (phenyl methyl) 
indol- 4 -yl] oxy] acetyl! -L-aspartic acid dimethyl ester; 

sr- [2- [,[3- (Aminooxoacetyl) -2-ethyl-l- (phenylmethyl) -1H- 
indol-4-yl] oxy] acetyl] -L-aspartic acid; 

N- [2- t [3- (Aminooxoacetyl) -2 -ethyl -1- (phenylmethyl) -1H~ 
indol -4 -yl] oxy) acetyl] - L -phenyl alanine ; 

N- t2- [ [3- (Aminooxoacetyl) -2-ethyl-l- (phenylmethyl) -1H- 
indol - 4 -yl] oxy] acetyl] -L -phenylalanine methyl ester; 

W- [2- [ [3- (Aminooxoacetyl) -2 -ethyl -1- (phenylmethyl) -1H- 
indol -4 -yl ] oxy] acetyl] -L- phenylalanine ; 

[2- [ (3- (Aminooxoacetyl) - 2 -ethyl -1- (phenylmethyl) -1H- 
indol - 4 -yl] oxy] acetamidb] malonic acid; 

[2- C [3- (Aminooxoacetyl) -2 -ethyl -1- (phenylmethyl) -1H- 
indol -4 -yl] oxy] acetamido] malonic acid dimethyl ester 

[2- [ [3- (Aminooxoacetyl) -2 -ethyl -1- (phenylmethyl) -1H- 
indol-4 -yl] oxy] acetamido] malonic acid; 

JV- [2- t [3- {Aminooxoacetyl) -2 -ethyl -1- (phenylmethyl) -1H- 
indol -4 -yl J oxy] acetyl ] -L-val ine ; 

N- 12- I [3- (Aminooxoacetyl) -2-ethyl-l- < phenylmethyl ) -1H- 
indol -4 -yl] oxy] acetyl] -L-valine methyl ester; 

N- [2- [[3- (Aminooxoacetyl) -2-ethyl-l- (phenylmethyl) -1H- 
indol-4-yl] oxy] acetyl] «■ L-val ine ; 
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N- [2- [ [3- (Aminooxoacetyl) -2 - ethyl- 1- (phenylmethyl ) -1H 
indol-4 -yl] oxy} acetyl] -L-isoleucine ; 

tt- [2- [ 13- (Aminooxoacetyl) -2-ethyl-l- (phenyl methyl ) -1H 
indol-4-yl] oxy] acetyl] -L-isoleucine methyl ester; and 

[2-[[3- (Aminooxoacetyl) -2- ethyl- 1- (pbenylmethyl ) -1H 
indol-4 -yl] oxy] acetyl] -h- isoleucine . J 

21. A pharmaceutical formulation comprising a indole 
compound as claimed in claim 1 together with a 
pharmaceutic ally acceptable carrier or diluent therefor. 

22. A method of inhibiting SPLA2 mediated release of 
fatty acid which comprises contacting EFLA2 with a 
therapeutically effective amount of indole compound as 
claimed in claim 1. 

[23. A method of treating a mammal, including a 
human, to alleviate the pathological effects of 
Inflammatory Diseases; wherein the method comprises 
administration to said mammal of at least one indole 
compound as claimed in Claim 1 in a pharmaceutically 
effective amount.] 
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[24. A compound of claim 1 or a pharmaceutical 
formulation containing an effective amount of the compound 
of claim 1 in treatment of Inflammatory Diseases.] 



[25. A compound of claim l or a pharmaceutical 
formulation containing an effective amount of the compound 
of claim 1 for use as <=ui inhibitor for inhibiting sPLA 2 
mediated release of fatty acid.] 



26, Use of a pharmaceutical composition comprising 
SPJLA2 inhibitor compounds according to Claim } and 
mixtures thereof for tthe manufacture of a medicament for 
the therapeutic ] treatment of Inflammatory Diseases 
gomj ^risj,ng administering a therapeutic amount of said 
cojm2QuncL_to a patient in need thereof , 
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Clean Version of Claims (9/20/02) 



WE CLAIM 



1* An indole compound represented by the formula (I) , 
or a pharmaceutical^ acceptable salt, solvate, or prodrug 
derivative thereof; 




(i) 



wherein ; 



R 



1 is selected from groups (a), <b) , and (c) wherein; 



U) is C7-C30 alkyl, C 7 -C 20 haloalkyl , C7-C20 
alkenyl, C7-C20 alkynyl or carbocyclic radical, or 

(b) is a member of (a) substituted with one or 

more independently selected non- interfering B ubetituent$; 
or 

is the group -(Xix)-Rn; where, -(L x )- is a 
divalent linking group of 1 to 8 atoms and where R 1X is a 
group selected from (a) 
or {b) ; 

^2 is hydrogen, or a group containing 1 to 4 non- 
hydrogen atoms plus any required hydrogen atoms , 
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R3 is 2, where -(L3)- is a divalent linker 

r 

group selected from a bond or a divalent group selected 
from: 



C 



• or 



o 



and Z is selected £rom a group represented by the 
formulae , 



NOR 



X 




NH. 



or 




x 
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wherein, x is oxygen and R a . is selected from hydrogen, 
t Cj-Cq alkyl, aryl, C^-Cs alkaryl, Ci-Ca alkoxy, aralkyl 
and -CN; 

R4 is the group, - (L c ) - (acylamino acid gro*up) ? 
wherein ^(x, G )*-, is an acylamino acid linker having an 
acylamino acid linker length of 1 to 8; 

K5 is selected from hydrogen or a non-interfering 

substituent ; 

Rg and R7 are selected from hydrogen or a non- 

interfering s-ubetituent . 

2. The compound of claim 1 wherein K2 * 6 hydrogen 

C1-C4 alkyl, C 2 -C 4 alkenyl, -0- (^-^3 alkyl) , -S-(C a -C 3 

> 

alkyl) , C3-C4 cycloalkyl, -CF^, halo, -NG 2 , -CN, or -SO3 

4, The compound o£ Claim 1 wherein the acylamino 
acid linker group, -CLc)~, for R4 is a divalent group 

selected from, 

«- 

O— CH 2 
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7- The compound of claim 1 wherein for R 3 , Z is the 
1 group represented by the formula; 




and the linking group -(L 3 )- is a bond/ and R a is 

hydrogen, methyl, ethyl, propyl, isopropyl, phenyl or 
benzyl . 



The compound of claim 1 wherein for R3 , Z is the 
group represented by the formula; 



NOR 



ft 




NH, 



and the linking group - (L 3 ) - is a bond; and R a is 
hydrogen. „ 



^- The compound of claim 1 wherein for R3 , Z is the 
group represented by the formula; 
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O 




NH 2 



O 



and the linking group is a bond. 

10. The compound of claim X wherein for R 3 , 2 is the 
group represented by the formula,- 



and the linking group -(L 3 )- is a bond. 

11, The compound Of Claim 1 wherein, for the non- 
interfering substituent is hydrogen, Ci-Ce alkyl, C^-Cq 
alkenyl, C 2 -Cs alkynyl, C7-C12 aralkyl, C7-C12 alkaryl, 

cycloalkyl, C3-C8 cycloalkenyl , phenyl, tolulyl, 
xylenyl, biphenyl, Ci-Cg alkoxy, C 2 -Ca alkenylo^cy, C2-C3 
alkynyloxy, C 2 -C i2 alkoxyalkyl, C2-C12 alkoxyalkyloxy , 
C2-C12 alkyloarbonyl, C2-C12 alkyl carbonylamino , C^-c^ 
alkoxyamino, C2-C12 alkoxyaminocarbonyl , C1-C12 
alkylarnlno, Ci-Cg alkylthio, C2-C3.2 alkylthiocazrbonyl , 
Ci-Cq al^yisuif inyl, C^-Cg alkylsulf onyl , C2~Cg 
haloalkoxy, Ci-Ca haloalkyl sulf onyl , c 2 ~C 8 haloalkyl, 
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Ci-Cq hydroxyalkyl, -C (O) o (C^-Cg alkyl) , - (CH 2 ) n~0- (Ci-Cg 
J alkyl), benzyloxy, phenoxy, phenylthio, - (CONHSO2R) , -CH0, 
t amino, amidino, bronio, carbamyl, carboxyl , carbalkoxy, 
- (CH2) n-C0 2 H, chloro, cyano ; cyanoguanidinyl , fluoro, 
guanidino, hydrazide, hydrassino, hydra si do, hydroxy, 
hydroxyamino, iodo, nxtro, phosphoric, -SQ3H, ttiioacetal, 
thiocarbonyl, or carbonyl ; where n is xtom It©*. 

12 . The compound of Claim l wherein for Ri the 

divalent linking group - (1^) - is selected from a group 

represented by the formulae <Ia> , {lb), (Ic), < Id) , (le), 
and (If) : 

(la) or 
(le) 

13- The compound of claim 1 wherein the linking 
group -<L a )- of R X is -(ch 2 )-. 



ELI LILLY AND CD 



c 
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15- The compound of claim 1 wherein for Ri the group 
R ll is a substituted or unsubstituted csrbocyclic radical 
selected from the group consisting of cycloalkyl, 
cycloalkenyl, phenyl, spi ro [5 . 5] undecanyl , naphthyl, 
norbornanyl f bicycloheptadienyl , tolulyl , xylenyl, 
indenyl , stilbenyl , terphenylyl , diphenylethylenyl , 
phenyl -cyclohexenyX, acenaphthylenyl , and anthracenyl, 
biphenyl, bibenzylyl and related bibenzylyl homologues 
represented by the formula (a) % 




where n i s a number from 1 to 8 . 



16 > The compound of claim 1 wherein R 4 is the group, 
- (l> a ) - (acylamino acid group) and wherein the (acylamino 
acid group) is: 



O 



N 



\ 



43 
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and R i s selected from the group consisting of H, (C^- 

i C s )alhyl f CCx^C! 6 ) alkoxy, heteroaryl and sryl ; and wherein 

NR 4t> is an amino acid residue with the nitrogen atom being 
part of the amino group of the amino acid* 

21. A pharmaceutical formulation comprising a indole 
compound as claimed in claim 1 together with a 
pharmaceutically acceptable carrier or diluent therefor. 

22 . A method of inhibiting sPLA^ mediated release of 
fatty acid which comprises contacting sPIiA^ with a 
therapeutically effective amount of indole compound as 
claimed in claim 1, 

2 6 , Use of a pharmaceutical composition comprising 
sPIjA2 inhibitor compounds according to Claim 1 and 
mixtures thereof for treatment of Inflammatory Diseases 
comprising administering a therapeutic amount of said 
compound, to a patient in need thereof. 
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